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ii--32 \* 28----2S 



:' 2 '. 



12 13 

: 2 . 



chain nodes : 

2 3 4 5 6 7 8 9 18 19 28 
ring nodes : 

10 11 12 13 14 21 22 23 24 25 26 29 

ring/chain nodes : 

1 

chain bonds : 

1-2 2-3 2-4 2-5 5-6 6-18 6-19 7-8 7-9 24-28 28-29 
ring bonds : 

10-11 10-14 11-12 12-13 13-14 21-26 21-22 22-23 23-24 24-25 25-26 
exact/norm bonds : 

1-2 2-3 2-4 2-5 5-6 6-18 6-19 7-8 7-9 10-11 10-14 11-12 12-13 13-14 
24-28 28-29 
normalized bonds : 

21-26 21-22 22-23 23-24 24-25 25-26 
isolated ring systems : 
containing 10 : 21 : 



Gl: [*1] , [*2] 

Connectivity : 

19:2 E exact RC ring/chain 

Match level : 

1: CLASS 2:CLASS 3:CLASS 4:CLASS 5:CLASS 6:CLASS 7:CLASS 8:CLASS 9:CLASS 
10:Atom 11: Atom 12:Atom 13:Atom 14:Atom 18:CLASS 19:CLASS 21: Atom 22:Atom 
23: Atom 24: Atom 

25:Atom 26:Atom 28:CLASS 29:Atom 32:Atom 
LI STRUCTURE UPLOADED 
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Hll 



22-23 

-5 6 — -19 zf-28 \l» - — 29-38 32 



H---H 12-13 

: 2 , 2 , 

.* H 1* .14 

h' 16 

chain nodes : 

1 2 3 4 5 6 7 8 9 18 19 29 30 31 32 
ring nodes : 

10 11 12 13 14 21 22 23 24 25 26 
chain bonds : 

1-2 2-3 2-4 2-5 5-6 6-18 6-19 7-8 7-9 24-29 29-30 30-31 30-32 
ring bonds : 

10-11 10-14 11-12 12-13 13-14 21-26 21-22 22-23 23-24 24-25 25-26 
exact/norm bonds : 

1-2 2-3 2-4 2-5 5-6 6-18 6-19 7-8 7-9 10-11 10-14 11-12 12-13 13-14 
24-29 29-30 30-31 30-32 
normalized bonds : 

21-26 21-22 22-23 23-24 24-25 25-26 
isolated ring systems : 
containing 10 : 21 : 

Gl: [*1] , [*2] 

Connectivity : 

19:2 E exact RC ring/chain 

Match level : 

1: CLASS 2:CLASS 3:CLASS 4:CLASS 5:CLASS 6:CLASS 7:CLASS 8:CLASS 9:CLASS 
10:Atom 11: Atom 12:Atom 13:Atom 14:Atom 18:CLASS 19:CLASS 21: Atom 22:Atom 
23: Atom 24: Atom 

25:Atom 26:Atom 28:Atom 29:CLASS 30:CLASS 31:CLASS 32:Atom 

Generic attributes : 

32: 

Saturation : Unsaturated 

Number of Carbon Atoms : less than 7 
Number of Hetero Atoms : Exactly 1 
Type of Ring System : Monocyclic 

Element Count : 
Node 32: Limited 

C,C5 

N,N1 
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L2 STRUCTURE UPLOADED 

L3 81 S LI SSS FULL 

L4 35 S L2 SSS FULL SUB=L3 

FILE 'CAPLUS' ENTERED AT 16:04:40 ON 11 JUL 2008 
L5 2 S L4 

L6 2 S US200 1-555286/APPS 

L7 2 S L5 AND L6 

L9 3 S L3 

L10 1 S L9 NOT L6 
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AB The invention relates to phenylalanine derivs. I [G = C02H or tetrazolyl; L = 
a direct bond, NRc, 0, NRcCO, CONRc, 02CNRc, NRcC02, where Rc = H, alkyl; Rl, 
R2 = independently H, (un) substituted (cyclo) alkyl, alkenyl, alkynyl, 
heterocyclyl , (hetero) aryl, etc.; or NR1R2 = (un) substituted heterocyclyl , 
heteroaryl; R3, R4 = H, alkyl; R5 = (un) substituted (hetero ) aryl ; R6 = OH, 
alkoxy, N02, halo, alkylsulf onyl, sulfamoyl, amino, acyl, carboxy, carbamoyl, 
CN, alkyl, alkenyl, alkynyl, etc.; n = 0-3] and their pharmaceutically- 
acceptable salts or esters which are <x4 integrin antagonists. For example, 
reaction of Me ( 2S ) -2- [ [ [ (tert- butoxycarbonyl) amino] sulf onyl] amino] -3- [4- 
[(2,6- dichlorobenzoyl ) amino ] phenyl ] propionate (preparation given) with benzyl 
ale. in the presence of PBu3 and ADDP in THF, followed by saponification with 
LiOH»H20 in THF gave (S)-II (43%). In a4(3l adhesion assays, the latter 
inhibited U-937 cell adhesion to recombinant human soluble VCAM-1 with IC50 
values < 100 nM. Thus, I and compns. comprising them are useful for the 
treatment of inflammatory and immune disorders (no data) . 
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AB Title compds . L-phenylalanine derivs. I [wherein G = C02H, tetrazolyl; L = 
direct bond, NRc, O, NRcCO, CONRc, OCONRc, NRcC02; Rc = H, alkyl; Rl, R2 = 
independently H, (un) substituted (cyclo) alkyl, alkenyl, alkynyl, heterocyclyl , 
(hetero) aryl, etc.; or NR1R2 = (un) substituted heterocyclyl, heteroaryl; R3 , 
R4 = H, alkyl; R5 = (un) substituted (hetero ) aryl ; R6 = OH, alkoxy, N02, halo, 
alkylsulf onyl , sulfamoyl, amino, acyl, carboxy, carbamoyl, CN, alkyl, alkenyl, 
alkynyl, etc.; n = 0-3; and pharmaceutically acceptable salts and esters 
thereof] were prepared as integrin a4 antagonists. For example, reaction of 
Me (2S) -2- [ [ [ (tert-butoxycarbonyl) amino] sulf onyl] amino] -3- [4- [ (2,6- 
dichlorobenzoyl ) amino] phenyl] propionate (preparation given) with benzyl ale. 
in the presence of PBu3 and ADDP in THF, followed by saponification with 
LiOH»H20 in THF gave (S)-II (43%). In 0,401 adhesion assays, the latter 
inhibited U-937 cell adhesion to recombinant human soluble VCAM-1 with IC50 



values < 100 nM. Thus, I and compns. comprising them are useful for the 
treatment of inflammatory and immune disorders (no data) . 
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TI Synthesis of 1 , 2 , 5-thiadiazolidin-3-one 1,1-dioxide derivatives and 

evaluation of their affinity for MHC class-II proteins 
AU Ducry, Laurent; Reinelt, Stefan; Seiler, Paul; Diederich, Francois; Bolin, 

David R.; Campbell, Robert M. ; Olson, Gary L. 
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Hochschule, ETH-Zentrum, Zurich, CH-8092, Switz. 
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AB 1 , 2 , 5-Thiadiazolidin-3-one 1,1-dioxide derivs. were designed by mol. modeling 
as MHC (major histocompatibility complex) class-II inhibitors. They were 
prepared from the unsym. N, N ' -disubstituted acyclic sulf amides. These N-alkyl- 
N ' -arylsulf amide precursors were synthesized by nucleophilic substitution of 
either a sulfamoyl chloride or a N-sulf amoyloxazolidinone . Extension of base- 
induced cyclization methods from aliphatic to aromatic sulfamides gave access 
to the desired target mols. The N-alkyl-1, 2, 5-thiadiazolidin-3-one 1,1- 
dioxide derivs. were also prepared by the oxazolidinone route for coupling to 
a tetrapeptide fragment. The X-ray crystal structure of 1 , 2 , 5-thiadiazolidin- 
3-one 1,1-dioxide was solved, and the directionality of the H-bond donor (N-H) 
and acceptor (S02) groups of the cyclic scaffold determined 1,2,5- 
Thiadiazolidin-3-one 1,1-dioxides were shown to inhibit competition peptide 
binding to HLA-DR4 mols. in the single-digit millimolar concentration range. 

IT 259794-36-QP 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of thiadiazolidinone dioxide derivs. and evaluation of their 
affinity for MHC class-II proteins) 
RN 259794-36-0 CAPLUS 

CN Tyrosine, N- [ [ [4- (methoxycarbonyl ) phenyl ] amino] sulf onyl] -0- (phenylmethyl ) - 
, methyl ester (CA INDEX NAME) 
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